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Abstract

Objective: The principal aim of this study was to identify, systematically and transparently, clinical practice guidelines (CPGs) on
palliative sedation from around the world. Methods: A systematic search was performed using 5 databases, grey literature search
tools, citation tracking, and contact with palliative care experts across the world. Current CPGs accredited by an international,
national, or regional authority, published in English, German, French, or Italian, were subjected to content analysis. Results: In
total, 35 CPGs from 14 countries and | international CPG were included in the analysis. The CPGs had diverse formal charac-
teristics. Their thematic scope was difficult to analyze and compare because of differences in the terms and definitions of palliative
sedation in those texts. We identified 3 main situations: (1) CPGs with a fully explicit thematic scope; (2) CPGs with a partially
explicit thematic scope; and (3) CPGs without an explicit thematic scope. Several CPGs explicitly stated what forms of sedation
were excluded from the text. However, this presentation was often confusing. Conclusion: Our review provides several pieces
of information that could guide international reflections in this field, and be used to develop or update CPGs at all levels. Efforts
should be made to clarify the thematic scope of each CPG on palliative sedation, in order to generate an understanding of the
forms of this therapy addressed in the text.
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Introduction . . : . . .
sedation, this therapy always requires multiprofessional discus-

In the context of adult palliative care, cancer and noncancer
patients sometimes develop severe physical symptoms and/or
psychological, existential, spiritual, or social distress that is
unbearable for them and refractory to all standard palliative
care measures. In these complex situations, palliative sedation
can be considered.'”

According to the European Association for Palliative Care
(EAPC), palliative sedation “is the monitored use of medica-
tions intended to induce a state of decreased or absent awareness
(unconsciousness) in order to relieve the burden of otherwise
intractable suffering.”' This therapy of last resort can be used
in various settings and, consequently, differs in clinical modal-
ities and ethical reflection. In other words, there is no one “pal-
liative sedation” that is applicable to all patients with intolerable
and refractory distress but there are various forms of this treat-
ment, the application of which depends on the clinical and per-
sonal situation of the patient.*> Conceptually, “palliative
sedation” often encompasses all forms of sedation,' which has
led to criticism and suggestions to abandon the use of the
term on the ground that it is too general.” However, consistent
terminology and definitions are lacking to date, which is a
source of much ambiguity, confusion, and controversy in clini-
cal practice and research.*” Clinically, regardless of the form of

sion, prudent application, broad clinical experience, and good
practice. The major ethically contentious form seems to be con-
tinuous deep sedation until death,“’5 4.9 which is sometimes con-
sidered “an extreme facet of end-of-life sedation.”®

Over the past 2 decades, many clinical practice guidelines
(CPGs) have been published by international medical associa-
tions, "> national and regional scientific societies,'*!? and
local institutions.'® These guidelines are developed not only
to help palliative care professionals to address the clinical chal-
lenges related to this practice, but also to close the gap between
research and practice and, ultimately, to improve the quality of
care provided to patients and their relatives.'*!3
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Identification of CPGs: two main steps
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Figure |. Global Strategy and Information Sources.

To date, some systematic reviews of CPGs have been per-
formed.'%2! However, the information sources and research
strategies used appear to be insufficient. The authors of 2 sys-
tematic reviews explicitly pointed to the difficulty of search-
ing for current CPGs and the significant variation in the
form and content of these texts.”**' Most of the systematic
reviews focus on “palliative sedation” without specifying
the form of sedation.'®'® The results of 1 systematic review
suggest that the CPGs found were conceptually similar,'®
whereas other studies provided contrary results for other
CPGs.?*?! In addition, most of the reviews essentially focus
on the clinical aspects of palliative sedation and little is
known of the ethical issues involved in the various forms of
sedation.'®™"?

The principal aim of our review was to identify, systemati-
cally and transparently, CPGs from around the world. The
purpose of the analysis was purely descriptive. The secondary
objective was to conduct a comprehensive exploration of the
full spectrum of ethical challenges of all the forms of sedation
presented in these texts. This study also aimed to determine
whether CPGs explicitly specified the ethical challenges of
applying this therapy with cancer and noncancer patients and,
if so, exactly how they did this. To the best of our knowledge,

at the time of performing our review and writing this article, no
similar study was available.

Given the breadth and complexity of the results, we decided
to present all the steps and outcomes of searching for CPGs in
this paper, as well as the results of an analysis regarding the
formal characteristics and thematic scope of these texts. The
results related to the ethical challenges of palliative sedation
will be published in a separate article.

Methods
Study Design

We performed a systematic review between 22 June 2021 and 30
June 2022 of CPGs on the palliative sedation of adults. The sys-
tematic review protocol was registered on the International
Prospective Register of Systematic Reviews — PROSPERO
(registration number: CRD42021262571)** — and its integral
version was published as a preprint on Research Square*® and
in a peer-reviewed journal.”* The methods presented in the pro-
tocol were enriched as the research progressed, without being
fundamentally changed. In this paper, the review is reported in
line with the Preferred Reporting Items for Systematic Reviews
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Table 1. Inclusion and Exclusion Criteria.

Inclusion criteria

Exclusion criteria

Type of Explicit statement identifying the document as a “practice
document guideline” in line with the definition in MEDLINE.*®
According to this definition, a “practice guideline” is a
“work consisting of a set of directions or principles to assist
the health care practitioner with patient care decisions
about appropriate diagnostic, therapeutic, or other clinical
procedures for specific clinical circumstances.”

Subject of Palliative sedation for adults (without explicitly specifying so in

document the title, such as cancer or geriatric patients) in all contexts
of palliative care, such as a palliative care unit, interhospital
palliative care mobile team, intrahospital palliative care
mobile team, or the patient’s home.

Source Texts developed by government agencies, associations,
organizations, such as professional societies or governing
boards, or by the convening of expert panels.

Scope Texts accredited at the international, national, or regional
level.

Target Medical and paramedical staff.

audience

Language of English, German, French, Italian, or Polish (as native languages

publication or used fluently by the authors of this paper).

Year of From 2000 to the date of the searches (June 202|-January

publication 2022).

Version If there is more than one version of a specific guideline, only
the latest and most up-to-date version. If a short and long
version exist, only the long version. If | version was
published in a journal and | on a website, only the version
published in a journal, whatever the length.

Availability Only full text (open access or not).

All documents contrary to the definition of a “practice
guideline” published on MEDLINE, such as results of
studies, study protocols, systematic literature reviews,
descriptions of the procedure, expert opinion without a
consensus conference, commentaries, letters, and
editorials.

Palliative care in general (and not specifically palliative
sedation), sedation in other contexts (e.g., anesthesia,
intensive medicine, emergency medicine, or radiology) and/
or for other populations (e.g., neonatology and pediatrics)
or explicitly specified in the title (e.g., cancer patients), and/
or very specific contexts (e.g., COVID-19).

Texts developed by institutions, such as a hospital.

Texts not accredited at the international, national, or regional
level (e.g., internal hospital practice guidelines).

Other than medical and paramedical staff.

Published in a language other than English, German, French,
Italian, or Polish.

Before 2000.

All versions not in force currently and/or a short version.

No full text accessible.

and Meta-Analyzes (PRISMA) statement®> (see Supplemental
File 1).

Information Sources and Research Strategy

The identification of CPGs was conducted in 2 main steps by
MT, a postdoctoral researcher in the ethics of palliative care;
CJ, a medical librarian; and RJJ, a palliative care physician
and bioethicist. The global strategy and information sources
are presented in Figure 1. The exact date on which each
source was last consulted or searched is specified in the corre-
sponding supplemental file.

In the first step, CPGs were searched for using several web-
sites. More specifically, 5 bibliographic databases were
searched first: MEDLINE ALL (Ovid), Embase.com,
CINAHL with Full Text, APA PsycInfo (Ovid), and Web of

Science (All Databases). Strategies included controlled vocabu-
lary (if available) and free-text terms, and were reviewed by
another librarian from the Medical Library of the Lausanne
University Hospital and the University of Lausanne using the
Peer Review of Electronic Search Strategies checklist?® (see
Supplemental File 2 for the strategies used). Citations were inte-
grated using citation management software (EndNote X9) for
deduplication.

The following 13 guideline depository websites were then
consulted: Trip Medical Database Pro, ECRI Guidelines Trust,
Guidelines International Network (G-I-N), NHS Evidence
Search, CISMef Bonnes Pratiques, Society guideline links
(UpToDate), LIVIVO, Australia’s Clinical Practice Guidelines
Portal, Scottish Intercollegiate Guidelines Network, NICE
Guidance (UK), and CPG Infobase: Clinical Practice
Guidelines/Canadian Medical Association, Registered Nurses
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Identification of CPGs via databases

Identification of CPGs via other methods

)
Total of records identified Total of records removed Total of records Total of records Total of records Total of records
c across five databases (n = 862) before screening (n = 349) identified across identified across identified across identified across
.g websites of guideline references in websites of PC experts and
o depositories, systematic reviews palliative care (PC) resource
'::;', Records identified from: Reasons: Google Scholar, (n=93)* associations personnel (n =
S Ovid MEDLINE ALL (n = 155) > Duplicate (n = 349) and Google (n=17)* 11)*
-] Embase.com (n = 431) Records marked as ineligible by (n=1242)*
CINAHL Ebsco (n = 103) automation tools (n = 0) * For more details,
APA PsycInfoOvid (n = 35) Other reasons (n = 0) * For more details, see * For more details, see * For more details, see see Supplementary
Web of Science All (n = 138) Supplementary File 8 Supplementary File 9 Supplementary File 10 Files 11-13
— A\ 4 v
. Records screened by Records screened by Records screened by
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and abstract (n = 513)
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® v v v ¥
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[ for eligibility (n = 14) Specific guidelines eligibility (n = 67) for eligibility (n = 59) for eligibility (n = 11)
& v
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PC -13 sending to PC experts (n sending to PC experts sending to PC experts
experts (n =13) =43) (n=31) (n=11)
| CPGs selected for sending for confirmation (n = 98) |
| Duplicates removed before sending for confirmation (n = 56) |
CPGs sent to PC experts for confirmation (n = 42)*
* For more details, see Supplementary File 11
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(n=22)
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(n=5)

| | No response (n =15)

Inclusion (n = 11)

CPGs included in our review (n = 36)*
* For more details, see Table 2

Records included
(n=3)

el

Relevant CPGs identified in the references of the CPGs included in our review
(n=0)*

Figure 2. Preferred Reporting Items for Systematic Reviews and Meta-Analyzes (PRISMA) flow diagram.

Association of Ontario, and Haute Autorité de Santé [French
National Authority for Health]. A search was also performed
using Google Scholar and Google in English, French, German,
Italian, and Polish. This step is detailed in Supplemental File 3.

Although our objective was not to search for texts other than
CPGs, some relevant systematic reviews of CPGs on palliative
sedation were identified during these 2 substeps and CPGs were
sought that appeared in their reference sections.

Finally, we also looked for CPGs on the websites of international
and national/regional associations for palliative care (see
Supplemental Files 4 and 5). The website addresses of the
national/regional associations were found on the EAPC and
International Association for Hospice and Palliative Care
(IAHPC) websites (for the IAHPC website, only ‘“Hospice/
Palliative Care unit JAHPC Institutional Lifetime member” and
“Hospice/Palliative Care unit — IAHPC Institutional Member”
were consulted; “Hospice/Palliative Care units” were not consulted).

Contrary to our study protocol,”>>* guidelines for palliative
sedation were not sought via the websites of societies of medical
ethics because a quick search showed that no CPGs were published
on these sites. Sometimes, the sites contained ethical positions or
ethical reflection on palliative sedation but not CPGs.

In the second step, if no national CPG was found on the inter-
net, the national/regional association for palliative care (identi-
fied during the previous step) and/or palliative care experts/
resource personnel (identified mostly via these websites) were
contacted and asked about CPGs currently used in the
country/region. Moreover, 3 international palliative care organi-
zations helped us by publishing a brief announcement of our
project and an invitation to participate in it on their websites
and in their newsletters.”” > The President of the
International French-speaking Federation for Palliative Care
contacted the members of the Committee. In addition, to find
as many CPGs as possible from around the world, a call was
published on the professional and private social media of the
first author, including LinkedIn, Instagram, and Facebook.

Finally, once all the steps were finished and CPGs were
included in our study, citation chasing was carried out on all
the papers in order to identify guidelines that may not have
appeared through the database and complementary searches.

Inclusion and Exclusion Criteria

The inclusion and exclusion criteria are presented in Table 1.
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Selection Process

The selection of CPGs was manually performed by MT and RJJ.
No automation tools were used in the process. In the first step,
the titles and abstracts of all CPGs identified via bibliographic
databases, websites of guideline depositories, Google Scholar,
and Google were screened by MT. Relevant CPGs were
retrieved and assessed for potential inclusion in accordance
with the inclusion and exclusion criteria presented in Table 1.
Where it was unclear how to apply the inclusion/exclusion cri-
teria, discussions between the 2 researchers involved in this
stage (MT and RIJJ) were held and a consensus procedure
applied.

In the second step, the eligibility of each full text was
assessed and a final decision made regarding whether it would
be included in our initial corpus. Any disagreements were
resolved by discussion between the 2 researchers. All CPGs ini-
tially included in our corpus were sent to the respective resource
personnel from national/regional associations for palliative care
or to palliative care experts in order to obtain more detailed
information. Our objective was to establish whether the
version of the CPGs previously identified on the internet was
the most recent. All CPGs confirmed were included in our
study. If there was no response from the associations or
experts, the CPGs were also included in our study.

Data Extraction, Analysis, and Synthesis

In the first main step, vertical analysis (text by text) was carried
out in accordance with the analysis grid (see Supplemental File
6). The formal characteristics and thematic scope of each set of
CPGs were analyzed. By the “explicit thematic scope of the
CPGs,” we understand this as an explicit definition of the
form of palliative sedation, based on duration and depth of seda-
tion, clearly mentioned in the text. Our analysis focused on the
definitions of palliative sedation and did not concern the terms
used to name this practice.

In the second main step, transversal analysis of all CPGs was
undertaken in accordance with 2 analysis grids (see
Supplemental File 7). All the results were synthesized and, as
the purpose of the analysis was purely descriptive, we did not
carry out theory development.

Results

Sample Size

Figure 2 presents a PRISMA flow diagram that summarizes the
results of the search and selection process. Some items were
added to this diagram following our original supplementary
searches. The CPGs identified via the 5 databases referred to
earlier are presented in Figure 2. Detailed results of the identifi-
cation of the CPGs via all other sources are presented in
Supplemental files (see Supplemental Files §-14).

In total, 36 CPGs were included in the analysis, of which 25
(25/36) were explicitly confirmed by palliative care experts/

resource personnel. Most of the CPGs originated in Canada
(10),>'* France (6),**™*7 or the USA (5)."**73! All the
CPGs included in this study are listed in Table 2.

Formal Characteristics of the CPGs

Type of Document. In all cases, CPGs were included in the study
according to the inclusion criteria. However, the texts were
named in diverse ways. All the nomenclature given can be
grouped into 3 main thematic categories. These results are pre-
sented in Table 3. No correlation between the type of text and
other formal characteristics or the thematic scope of the CPGs
was observed.

Geographic Scope (International/National/Regional). The geographic
scope of the CPGs varied and was most often national (18/36)
or regional (15/36). The national CPGs were from Austria
(n= 1),10 Canada (n = 2),3 132 France (n= 6),42*47 Germany
(n 1),58 Italy (n = 1),60 Japan (n = 1),11 Netherlands
(n = 1), Norway (n = 1),% Scotland (n = 1),%° Switzerland
(n = 1),° and the USA (n = 2)."**° The regional CPGs origi-
nated from Australia (n = 3),53’54’56 Belgium (n = 1),57 Canada
(=282 Ttaly (n=1)," and the USA (n =2).°"! It
should be noted that Belgium was unique in terms of operating
only regional (but no national) CPG. Australia and Canada had
national and several regional CPGs, and Italy had 1 national and
1 regional text. Only 1 of the 36 texts was international
(Europe)1 and 1 other was bi-national (Australia and New
Zealand).”* Finally, the geographic scope of 1 text was not
explicitly mentioned.

=

Language of Publication. Most of the CPGs were published only
in English (n = 21).!+13173948-54.56.62.65 T pee texts were pub-
lished in the national language (French,*' Norwegian,** and
Japanese®') as well as being fully translated into English**¢?
or summarized in English."" The other CPGs were published
solely in French (n = 7),24757 German (n = 2),'%%® or
Italian (n = 2).%>° Swiss CPG were published in 3 of the 4 offi-
cial languages of the country — in French,®® German,®” and
Ttalian.®®

Source of Publication. Just over half of the CPGs were
published by a single palliative care association
(n = 12)110-12.31.3245.49.51.52.60.66 1 i1y collaboration with
another medical/scientific society (n = 3»)40’57’58 or a health
authority (n = 4).7*% Other CPGs were published by a
single health authority (n = 8), 332>347-33:5436.59 medijcal asso-
ciation (n = 2),(’2’63 nursing association (n = 2),48’50 or academic
institution (n = 1).*” One text was published by a health author-
ity in collaboration with several associations, not only those con-
nected with palliative care.*® The source of the publication of 3
texts was not fully clear.>*¢-%

Year of Publication. Most of the CPGs were published in the previ-
ous 5 years (2016-2021, n= 22),10:1132-38.4045-48.50.52-54.50-58.65
Other CPGs were less recent (2010-2015, n = 8)'%3!4*
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Table 2. CPGs Included in the Analysis.

Continent/country/region CPGs (n = 36) Comments

Australia & New Zealand Australian and New Zealand Society of Palliative Medicine. Palliative sedation Confirmed
therapy — guidance document, 2017.%2 version

Australia/ACT ACT Government. Canberra Health Services. Guideline use of palliative care sedation Confirmed
therapy (adults), 2020.3 version

Australia/Victoria Safe Care Victoria, State of Victoria, Australia. Palliative sedation therapy. Statewide Confirmed
guidance for Victoria, 2020.>* version
&

Safe Care Victoria, State of Victoria, Australia. Palliative sedation therapy. Evidence-based
guidance supplement, 2020.> [In our analysis, both texts are considered as a single text]

Australia/ WA Government of Western Australia, Department of Health. Statewide guidance for the safe, Confirmed
effective and ethical use of palliative sedation, 2021.%® version

Austria Weixler D, Roider-Schur S, Likar R, et al. [Austrian guideline for palliative sedation therapy ~Confirmed
(long version): results of a Delphi process of the Austrian Palliative Society (OPG)].'° version

Belgium/French-speaking part ~ Fédération Bruxelloise de Soins Palliatifs et Continus [Brussels Federation of Palliative and Confirmed

of Belgium Continuing Care], Fédération Wallonne des Soins Palliatifs [Walloon Federation of version
Palliative Care], Société Scientifique de Médecine Générale [Scientific Society of General
Medicine]. Recommandations « Sédation palliative », 2019. [Recommendations “Palliative
sedation”, 2019].>’

Canada Dean MM, Cellarius V, Henry B, et al.; Canadian Society of Palliative Care Physicians Confirmed
Taskforce SL. Framework for continuous palliative sedation therapy in Canada.’' version

Canadian Society of Palliative Care Physicians. Statement on continuous palliative sedation Confirmed
therapy, 2017 (examples updated in 2020).> version

Canada/Alberta Alberta Health Services. Provincial clinical knowledge topic. Palliative sedation, adult — all  Unconfirmed
locations, 2018.33 version

Canada/British Columbia British Columbia Centre for Palliative Care. Refractory symptoms and palliative sedation, ~Unconfirmed
20193 version

Canada/Manitoba Winnipeg Regional Health Authority. Sedation for palliative purposes guideline. Evidence ~ Unconfirmed
informed practice tools, 2017.3 version

Canada/Ontario Waterloo Wellington Interdisciplinary HPC Education Committee: PST Task Force. The ~ Unconfirmed
Waterloo Wellington palliative sedation therapy protocol, 2019.3¢ version

Division of Palliative Care, Department of Family Medicine, McMaster University, Hamilton, Unconfirmed
Ontario, Canada. Continuous palliative sedation therapy (CPST) guidelines, 2020.” version

Champlain Hospice Palliative Care Program. The Champlain Region palliative sedation Unconfirmed
therapy. Clinical practice and medication guidelines, 2018.38 version

Canada/Prince Edward Island  Health Prince Edward Island (PEI). Provincial integrated palliative care program. Palliative =~ Confirmed
sedation therapy (PST) worksheet.>’ version

Canada/Quebec Société québécoise des médecins de soins palliatifs. College des médecins du Québec Confirmed
[Quebec Society of Palliative Care Physicians. College of Physicians from Quebec]. version
Palliative sedation at the end of life. Practice guidelines (English version), 2016.%°
For information
Société québécoise des médecins de soins palliatifs et Collége des médecins du Québec.

La sédation palliative en fin de vie, 2016. Published in French. [Quebec Society of
Palliative Care Physicians. College of Physicians from Quebec. Palliative sedation at the
end of life, 2016].*' (Text not included in our analysis)

Europe Cherny NI, Radbruch L; Board of the European Association for Palliative Care. European = Confirmed
Association for Palliative Care (EAPC) recommended framework for the use of sedation version
in palliative care.'

France Blanchet V, Viallard ML, Aubry R. Sédation en médecine palliative : recommandations chez  Confirmed
I'adulte et spécificités au domicile et en gériatrie. Published in French. [Sedation in version
palliative medicine: guidelines for adults at home and in geriatric wards].*?

Aubry R, Blanchet V, Viallard ML. La sédation pour détresse chez I'adulte dans des situations Confirmed
spécifiques et complexes. Published in French. [Sedation for distressed adults: specific version
and complex situations].43

Blanchet V, Aubry R, Viallard ML, et al Sédation pour détresse en phase terminale : guide Confirmed
d’aide a la décision. Published in French. [Sedation for distress in the final stage: version

decision-making guidelines].**

(continued)
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Table 2. Continued.

Continent/country/region CPGs (n = 36) Comments

Société francaise d'accompagnement et de soins palliatifs (SFAP). Les questions a se poser Confirmed
avant de mettre en place une sédation en situation palliative, 2019. Published in French. version
[French Society of Accompaniment and Palliative Care. The questions that should be
asked before using sedation in a palliative situation, 2019].*°

Haute Autorité de santé (HAS). Guide parcours de soins. Comment mettre en ceuvre une Confirmed
sédation profonde et continue maintenue jusqu’au décés? 2020. Published in French. version
[French National Authority for Health et al Care pathway guide. How to implement
continuous deep sedation until death? 2020].*

Haute Autorité de santé (HAS). Antalgie des douleurs rebelles et pratiques sédatives chez Confirmed
I'adulte : prise en charge médicamenteuse en situations palliatives jusqu’en fin de vie. version
Recommandations de bonne pratique, 2020. Published in French. [French National
Authority for Health. Management of rebellious pain and sedative practices in adults: drug
treatment in palliative situations until the end of life. Good practice guidelines, 2020].*

Germany Deutsche gesellschaft fiir palliativmedizin, et al. Einsatz sedierender Medikamente in der ~ Confirmed
Spezialisierten Palliativversorgung, 2021. Published in German. [German Society for version
Palliative Medicine, et al. Use of sedating drugs in specialized palliative care, 2021].%8

Italy Azienda Sanitaria Locale (ASL) della Provincia di Bergamo. Protocollo “Sedazione palliativaa Unconfirmed
domicilio”, 2010. Published in Italian. [Local Health Authority of the Province of version
Bergamo. Protocol “Palliative sedation at home,” 2010].>

Societa Italiana di Cure Palliative (SICP). Raccomandazioni della SICP sulla Sedazione Unconfirmed

Terminale/Sedazione Palliativa, 2007. Published in Italian. [Italian Society for Palliative version
Care. Guidelines on terminal/palliative sedation, 2007].¢°

Japan Imai K, Morita T, Akechi T, et al. The principles of revised clinical guidelines about palliative = Confirmed
sedation therapy of the Japanese Society for Palliative Medicine.'' version
For information
Japanese Society for Palliative Medicine. Clinical practice guidelines about palliative sedation
[our English translation].®' (Text not included in our analysis — Japanese version)

Netherlands Royal Dutch Medical Association (KNMG). Guideline for Palliative Sedation, 2009.%% Confirmed

version

Norway Norwegian Medical Association. Guidelines for palliative sedation at the end of life, 20 145 Confirmed
For information version
Den norske legeforenings. Retningslinjer for lindrende sedering i livets sluttfase, 2014.%*
(Text not included in our analysis — Norwegian version)

Scotland NHS Scotland. Scottish Palliative Care Guidelines: Severe Uncontrolled Distress, 2019.°°>  Confirmed

version

Switzerland Groupe d’experts de la Société suisse de médecine et de soins palliatifs. Palliative ch. Confirmed

Recommandations “Sédation palliative”. Consensus sur la meilleure pratique en soins version

palliatifs en Suisse. Bigorio, 2005. Published in French. [Expert Group of the Swiss Society
for Medicine and Palliative Care. Palliative ch. Recommendations “Palliative sedation.”
Consensus on the best practice in palliative care in Switzerland. Bigorio, 2005].%¢
For information
The same text was published in German (Empfehlungen “Palliative Sedation.”
Konsenseiner Experten gruppe von palliative ch, der Schweiz. Gesellschaft fiir Palliative
Medizin, Pflege und Begleitungzur best practice fiir Palliative Care in der
Schweiz — Bigorio, 2005)®” and in Italian (Gruppo di esperti della Societa svizzera di cure
palliative. Raccomandazioni “Sedazione palliativa.” Consensus sulla best practice in cure
palliative in Svizzera — Bigorio, 2005).®Texts not included in our analysis.
USA Kirk TW, Mahon MM. National Hospice and Palliative Care Organization (NHPCO) Confirmed
position statement and commentary on the use of palliative sedation in imminently dying version
terminally ill patients.'?

Hospice and Palliative Nurses Association (HPNA). Position statement on palliative Unconfirmed
sedation, 2016.48 version
American Academy of Hospice and Palliative Medicine. Statement on palliative sedation, Confirmed
2014.% version
North Carolina Board of Nursing. Palliative sedation for end-of-life care. Position statement  Unconfirmed
for RN and LPN Practice, 2018.%° version
Hospice & Palliative Care Federation of Massachusetts. Palliative Sedation Protocol, 2004.>'  Unconfirmed
version

Abbreviations: CPG, clinical practice guidelines; ACT, Australian Capital Territory; WA, Western Australia.
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44495963, (2004-2009, n = 5).!>1:6062%0 [ | text, the year of pub-
lication was not mentioned.>

Availability. Most of the CPGs were published on a website with
open access (n = 28).10:32-38:4045-54.56-60.62.63.6566 (y1y 7
CPGs were published in a journal."'"'*342= Ope text was
not published anywhere (it was sent to us by a palliative care
exper[).39

Length of Document. All the CPGs included in the analysis con-
tained a total of 690 pages. Separately, the number of pages of
each text varied. Most of the CPGs were rather short and con-
tained 1 to 10 pages (n = 14),1111232:39.43-4548:50.52.59.63.65.66
Nine CPGs contained 11 to 20 pages,l’m’3 1,38.42,51.5456.57 4nd
7 CPGs had 21 to 40 pages.*>"*"5® Five texts were rather
long, containing 41 to 78 pages.****38%52 The number of
pages of 1 text was not mentioned (the text was published
directly on a website and not as a PDF).*’

Targeted Users. In half of the CPGs, the targeted users were not
explicitly mentioned (n = 18),111231-33.36.38.3942-45.49.51.59.63.65.66
In other CPGs, even if this aspect was clearly mentioned, it was dif-
ficult to summarize exactly. Indeed, there were various denomina-
tions and functions of profession (reflecting legal and cultural
differences) in the countries included and, for example, the term
“palliative care clinician” did not have the same meaning in all
the countries. Moreover, the scope of the target users, when
mentioned, was highly diversified. Generally, the CPGs
addressed to all members of an interprofessional palliative
care team, but sometimes the scope of the targeted users was
extremely large or, in contrast, very narrow. For instance,
there was CPG that was addressed to “everyone,” including
civil society and all medical professionals (not only palliative
care specialists), etc.** In contrast, there was also CPG that
was only intended for “various medical specialists who may
have to administer palliative sedation.”®® In addition, in
some cases, the targeted users were contradictory from one
text to another. For example, the Victoria CPG explicitly
stated that the “guidance is not intended for use by generalist
clinicians,”* whereas the Belgian CPG was addressed to a
“generalist or specialist physician [and] nurses [...1.°%7

Number and Affiliation of Individual Authors. The individual authors
were not mentioned in 14 of the CPGs,2-%36-39:45.48-30.52.53.56.
57:63.65 Ty other CPGs, because of the heterogeneity of the
working and publication methods, as well as the designations
of the professions (due to legal differences from one country
to another), it was difficult to synthesize the data.
Nonetheless, the analysis showed that an interprofessional
group was always involved in the elaboration of the CPGs. In
all cases, there was a group of palliative care clinicians (physi-
cians, nurses, psychologists, etc.) alone or working with clini-
cians from other medical specialities (e.g., oncologists and
psychiatrists). Other specialists, such as ethicists, philosophers,
lawyers, theologians, specialists in spiritual care, chaplains and/

or palliative cadre volunteers, sometimes participated in the
elaboration of the CPGs.

Thematic Scope

The thematic scope of the CPGs was difficult to analyze rigor-
ously because of significant variation in the terms and defini-
tions of palliative sedation used and the editing of the texts.
We identified 3 main sets of circumstances: (1) CPGs with a
fully explicit thematic scope; (2) CPGs with a partially explicit
thematic scope; and (3) CPGs without an explicit thematic
scope.

In total, we identified 22 CPGs (22/36) with a fully explicit
thematic scope, !0:11:33-38:40424346.47.50.53,54.56-59.62.60 Tyyelye
of those CPGs were general and covered a range of types of pal-
liative sedation, ' 1-40:42:43:47.50.53.57-59.62 6 o ncerned “propor-
tionate continuous sedation,’’34*36’38’54’56 and 1 was on
“proportionate sedation with all types of the duration of this
therapy.”®® Two texts related to “continuous deep sedation
until death”** and 1 text concerned this form of sedation
and specified that “deep sedation” is not necessary in all cases.”’

In contrast, the thematic scope of 9 of the CPGs (9/36)
was partially explicit,!!>31:3949.51.52.60.63  gioht texts did
not specify the duration of palliative sedation, only the
depth!-1239:4931.5260.63. 7 of them referred to “proportionate
sedation”!"1#3%4931.60.63 4nd 1 concerned “deep sedation.” >
One text related to “continuous sedation” without specifying
the depth of this sedation.*' The thematic scope of the other 5
CPGs was unclear,3244:45-:48.63

Several CPGs explicitly stated what forms of sedation were
excluded from the text. However, this presentation was often
confusing. For example, most of them confused differences
between palliative sedation and other practices (e.g., palliative
sedation is not a side effect of symptom control measures)
and the thematic scope of the text (e.g., palliative sedation as
a side effect of symptom control measures is not included in
the guidance). This made our analysis very difficult and, conse-
quently, our results are not exhaustive. In this section, we only
present summary results in order to outline the variety and com-
plexity of the thematic scope. The most important differences
between the CPGs concerned emergency sedation in cata-
strophic events and sedation used at end of life in weaning the
patient off life-sustaining treatment (e.g., ventilator support).
For instance, whereas Canadian (Champlain Region) CPG
excluded emergency sedation in catastrophic events from their
texts,*® Belgian CPG developed recommendations for using
sedation in this context.’” In Australian CPG, sedation at end
of life in weaning patients off life-sustaining treatment was
clearly included in the thematic scope.’® In contrast, this
context was explicitly excluded from the EAPC guidelines.'

Discussion

To the best of our knowledge, our systematic review of CPGs on
palliative sedation from around the world is the first in the inter-
national context of palliative care. As no similar study exists,
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Table 3. Thematic Categories of the Types of Documents.

With the term
‘Guideline’ or
‘Guidance’

‘Guideline(s)’
(n = 11)10:3435.37,42,57.56.60,62.63.65

‘Practice guidelines’ (n = 1)*

‘Clinical guidelines’ (n = )"’

‘Clinical practice and medication
guidelines’ (n = 1)

‘Decision-making guidelines’ (n = 1)**

‘Guidance document’ (n = 1)2

‘Statewide guidance’ (n = 2)°**¢

‘Guideline statement’ (n = I)53

‘Statement’(n = 2)°%%°

‘Position statement’(n =

‘Position statement and commentary’
(n=1)"

‘Guideline statement’ (n = )3

‘Framework’ (n = 1)’

‘Consensus-based framework’ (n = 1)*'

‘Protocol’ (n = 2)3¢%°

‘Protocol/Report of the standards and best
practices’ (n = 1)®'

‘Clinical knowledge topic’ (n = 1)**

‘Worksheet (n = 1)’

‘Care pathway guide’ (n

‘Recommendations’ (n =

‘Good practice recommendations’
(n=1"

‘Form’ (n = N*

With the term

‘Statement’ 2)*8:50

Others, without a
specific term

= |)46
2)43,66

direct comparison is not possible. Nevertheless, some results, as
well as methodological aspects, should be discussed in order to
enrich reflection related to this study and, consequently,
improve the quality of CPGs when updating or editing these
texts.

First, in comparison with the information sources and
research strategies used in other systematic reviews, our
search methods were more developed and complex in order to
find as many CPGs as possible from around the world, but
without claiming to be exhaustive. For this reason, we searched
not only several bibliographic databases, websites of guideline
depositories, Google Scholar, and Google, but also the websites
of international and national/regional associations for palliative
care, and were in contact with palliative care experts/resource
personnel across the world. In addition, a brief announcement
of our project and an invitation to participate were published
in the newsletters and on the websites of international palliative
care organizations,”’ >° as well as in accounts on professional
and private social media. As most of the CPGs, especially
those published in languages other than English, are part of
the grey literature (i.e., they are not published in a scientific
journal), our methods could be useful or even exemplary for
future research. Moreover, sending the CPGs identified on web-
sites to palliative care experts/resource personnel for confirma-
tion seems an optimal method. Indeed, we found several
versions of CPGs on the internet that had not been updated.
However, it should be noted that this step is time-consuming

and this aspect should be considered when planning research
and interpreting the results. Furthermore, although we contacted
several palliative care experts/resource personnel in each
country in order to confirm the version of a CPG, we did not
receive a response in all cases; in our study, 11 CPGs (11/36)
were not confirmed. On the one hand, this is one of the limita-
tions of our review. On the other hand, the confirmation of texts
found on the Internet is not a standard methodological rule; the
authors of previously published systematic reviews of CPGs did
not commonly use this method.'®!

As earlier mentioned, our systematic review was performed
between June 2021 and June 2022. The review required 12
months because of the complexity of the research strategy, the
Covid-19 situation, the unavailability of many palliative care
experts, and the deadlines for publication of our announcements
and study protocol. The results presented in this article must,
therefore, be interpreted only with respect to the period of our
research.

However, this generates an important limitation of the inclu-
sion criteria concerning the most recent versions of CPGs. Some
of the CPGs selected were being updated when we were con-
ducting our study. For instance, the review date of the
Canberra CPG, published by the ACT Government, was 1
October 2021,>® which was when we were carrying out our
research. In addition, some palliative care experts informed us
of works related to the update of current versions of CPGs
(e.g., Dutch, Swiss, and Quebec CPGs). Finally, when we
were performing the systematic review, the most recent EAPC
framework was from 2009,' but we knew that an international
expert group was working on an update of these guidelines. It
is possible that by the time this article is published, an
updated version of the EAPC guidelines will be available.
Moreover, at the time this manuscript was being reviewed, a
systematic review of European CPGs was published.®’
However, only 9 CPGs were included in this study.

Second, the type of text was 1 of our 10 inclusion/exclusion
criteria. We intended to include all documents considered
a “practice guideline” in line with the definition in
MEDLINE.*® According to this definition, a “practice guide-
line” is a “work consisting of a set of directions or principles
to assist the health care practitioner with patient care decisions
about appropriate diagnostic, therapeutic, or other clinical pro-
cedures for specific clinical circumstances.”>° However, this
definition is very general and does not make a distinction
between, for example, “clinical practice guidelines”, “position
papers,” and “consensus statements.” Consequently, our sys-
tematic review included texts that were in accordance with
this general definition. Surprisingly, although the texts were var-
iously named, no correlation between the name given to the type
of document and other formal characteristics or the thematic
scope of the text was observed. However, from a methodologi-
cal perspective, CPG is generally distinct from a “statement.”
CPG must be developed systematically and in a fully transpar-
ent way and report the quality of the evidence and the strength
of the recommendations. A “statement” is only used when, for
example, evidence is lacking or is of poor quality.”®
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In general, an assessment of the quality of the selected CPGs is
part of a systematic review and is usually performed using the
Appraisal of Guidelines Research and Evaluation instrument
(AGREE 1II).”""7® However, this tool only permits an evaluation
of the overall methodological quality of CPGs, especially their
development process. As a complement to AGREE II,
the Appraisal of Guidelines Research and Evaluation
Recommendation EXcellence’* was recently developed to evalu-
ate the clinical applicability, values and preferences, and imple-
mentability of CPGs.”> As our systematic review focuses solely
on the ethical challenges of palliative sedation (i.e., the nonclinical
aspect of this practice) as presented in the CPGs, we decided, from
the beginning of our study protocol, not to appraise the quality of
these texts. It should be noted that there is a specific tool for eval-
uating guidelines and guidance documents on palliative seda-
tion.'®’® However, it was not applicable to our study for 2
principal reasons. First, the objective of our study was not to
compare national CPGs with the EAPC framework published in
2009, but to identify, systematically and transparently, CPGs on
palliative sedation for adults from around the world and to
explore and describe the full spectrum of ethical challenges of
all forms of palliative sedation as presented in these documents,
including the EAPC framework. Moreover, as already mentioned,
this European framework is in the process of being updated.

Finally, contrary to the study performed by Abarshi et a
our systematic review shows that the thematic scope of CPGs
is very difficult to analyze rigorously because of significant var-
iation in the terms and definitions of palliative sedation used and
the editing of the texts. Regarding the terms used to refer to pal-
liative sedation, these are multiple and various and, in order not
to make our analysis even more complex, we chose to focus our
investigation on explicit definitions of sedation. The problem of
the inconsistent terminology related to palliative sedation has
frequently been addressed in the literature for many years,
without finding an optimal solution.®”””~"° The results of our
analysis reveal that several CPGs cover a range of types of pal-
liative sedation or concern only 1 form of sedation. Other CPGs
(less than half) are partially clear or unclear. On the one hand, in
the absence of thematic consistencys, it is impossible to compare
these texts and, on the other, in retrospect, this demonstrates that
our initial decision not to assess the quality of the CPGs was
appropriate. It should be noted that our analysis related to the-
matic scope focused only on the forms of palliative sedation,
and other aspects, such as setting, indications or target popula-
tion, could potentially be explored.

1
1,16

Methodological Limitations

We decided to include only CPGs on palliative sedation in
general, without explicitly specifying, for example cancer or
geriatric patients. Firstly, as mentioned in our study protocol,**>*
one of the objectives of our systematic review was to determine
whether the CPGs explicitly specify the ethical challenges of the
use of this therapy for cancer and noncancer patients and, if so,
exactly how they did this. If we had included specific CPGs on
palliative sedation for cancer patients, we would not have been

able to achieve this objective. Secondly, a particular context,
such as geriatric or neurological patients, could potentially raise
specific ethical challenges. It was thus important that the thematic
scope be more or less homogeneous, and without specific con-
texts. However, in practice, this was very difficult and biased
because of the inaccuracy of the texts. For example, despite the
specific title of the French CPG (Sedation in palliative medicine:
guidelines for adults at home and in geriatric wards),** the text
was general and did not give any information about these partic-
ular contexts. In contrast, the title of the Japanese CPG was
general (The principles of revised clinical guidelines about palli-
ative sedation therapy of the Japanese Society for Palliative
Medicine),'! but the text referred to the oncology context: “The
target population [was] adult patients with incurable cancer.”"’
Consequently, this may bias the results of our systematic review.

Conclusion

At the time of writing this article, our study is the first to present
an overview of CPGs from around the world. It provides several
pieces of information that could guide reflection in this field and
that could be used to develop or update CPGs at the interna-
tional, national, or regional level. Efforts should be made to
clarify the thematic scope of CPGs on palliative sedation, in
order to generate an understanding of the forms of this
therapy addressed in the texts.
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AGREE II: Appraisal of Guidelines Research and
Evaluation II

AGREE-REX: Appraisal of Guidelines Research and
Evaluation—Recommendation EXcellence

CDSUD: continuous deep sedation until death

CPG: clinical practice guidelines

EAPC: European Association for Palliative Care

TIAHPC: International Association for Hospice and
Palliative Care

PRESS: Peer Review of Electronic Search Strategies

PRISMA: Preferred Reporting Items for Systematic
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PROSPERO: International Prospective Register of
Systematic Reviews
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